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m isi n 

y^-u^^y- 6T>^zf=.x h=^^^^»tt6 

nt£mmf)<i^ibn^^Mn(Dmi^^&mmT$>^ (Me i n y k ^, 

> Arthritis Rheum. 33:493-500, 19 

. i^mmmom'^txmMiz ^ ^^mmmoM^ (p a n n u s j^bk 

-□>r4->-l (IL-l),>r>:J'-n>< + >-8 (IL-8) 
s S^^JEE^a (TNFa). h5>;^7t-$ >rfiJt;ia^y8 
(TGF ^) . ««l^ltefi&ffi^H^ (FGF) *? J: Cf jUi/Jn^S 3l5fi!c 
(PDGF) ^©-^--r h*^' >ttz{t^&m^ir<tklii^tifz 
t<OW^fj<$,t) (Nourib. Clin. Exp. Immuno 
I. 55:295-302, 1984.Thorntont>. CI 
in. Exp. Immunol. 86:79-86, 199 1, S 
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axne^,. Ar thr i t i s R h e u m. 3 1 : 1 0 4 1 
1 0 4 5. 1 9 8 8. Se i t z J. C 1 i n. I nve s t 

87:463-469. 199l.Lafyatisb. J. I 
mmuno 1. 1 4 3 : 1 1 4 2 - 1 1 4 8. 1 9 8 9. Me 1 n 

yk^. Ar t hr i t i s Rheum. 3 3 : 4 9 3 - 5 0 0 
. 19 9 0). 

IL-1. TN? aisX^?DGFii<^:htlf^nmmm'F 
r$>i>t^^^nxi-^ (Thorntons, CI in. Exp 
immuno 1. 8 6:7 9 - 8 6. 1 9 9 1. La f ya t i 
s e.. J. Immuno 1. 1 4 3 : 1 1 4 2 - 1 1 4 8. 1 9 8 
9. G i t t e r I mmun o logy 66:196-20 

0, i 9 8 9 )o tfz. iL-\^rNFommr.^omf^mm< 

iSCIto^. Arthritis Rheum. 35:1197 

-1201. 1992)o 

I L - 6«BaiB&l|aJ«HT-2ife5VMi>r >3^-7xn>^ 2 

{kCM^f ^^flsH^tUtHE^n (Hi r ano. T. N 
ature 3 2 4. 7 3 - 7 6. 1 9 8 6 ). iO^^.U^om 

y^o/i (Ak i r a. S. ^, Adv. in Immunolog 
y 5 4. 1 - 7 8 . 1 9 9 3 ) o IL-6li. a!Ba±-Ci:«®3' 

*<^^^«^^ft*^8 OKDO'J^V m^\SL^>^<^n. IL-6 
U-b-Zif" (IL-6R) Xhio 

I L- 6 Rji. mmfs^^nmbxmmmi^r.^^ti>mm^mo 
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R) tbr^^fiE-tio fe9-o{ig^i;^> Kfe^isk0i/r:^;i/fc 

miz^t>^^^&ify 1 30KDOgpl Z OX$>io IL-6i:IL 
- 6 Rli I L - 6 / I L - 6 RUiti^i'^m^b. 2>:i^T'fe 9-0© 

m^>^<i^mgp 1 3 0 tm-k-r^ztiz^fo. i l - e cd^i^^ 

WSIiA^ilBliajrtcii^nS (Taga«^, J. Exp. Med. 1 
96:967. 1987)o 

:J^-D>r + >-6 (IL-6) IL-6Hr:r:J^-(sI 
L - 6 R) iJ^UtEt^ Z izis^n^^n (Houssiaut>. Ar 
thritis Rheum. 31:784-788, 1988, 
Hirano^>Eur.J. Immunol. 18:1797- 
1801, 1988. Yoshioka-o. Japn. J. Rhe 
umatol. in p r e s s ) . Mtli 'J "t^-^f^ ;Hftig&-Cfe 
I^«Oife||*<#^,nTl>^ (Takaie>> Arthritis 
Rheum. 32:594-600, 1989, Leisten^ 
>Clin. Immunol. Immunopathol. 56: 
108-1 15, 1990)Ct7&x«?,IL-6 U 

t nc ^ e> 7&>o« t> ♦) ^ -5 i mi^ ^ T -5 o 

$ 4-8 9 4 3 8 {r{i, IL-6^^^Si< %mt 

H i g a k i ^li. iS^MIJi U "i? v ^.fl^ ^jft of^l^ialia 
{i I L - 6 (Ci*^5iSJtSCS75i<<£ < . IL-6 L 
TWI6(I6«I(Cffli< irUTl^^ (Elflc^fea. 22:880-887, 1 
990)o CO<J;^{C. IL-6 ttSttMlfi! U '^7 v^CDK^^Jlol^ 
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dRiS. Wend 1 i ng^»li. fit I L - 6 !n:<*^1t14Mtii U '5 v 

l^ltir. I L - 6 U^;U*^±#-r 5 C ( 

J. Rheumatol. 20:259-262. 1993)o 

+ 6T>^d'::^:^h«:W««lfiJt^i:t. SI^MIlS U 't^ v ^ Oft 
*i^B«^^{t. I L - 6 0Mfiii'i »i7 -7 ^S*©ftlltti)ia {liar's 

^if^$4n^(DC^L. I L - 6 tllSft I L - 6 R©*I?T-Cli 
I L - 6 Sl^li I L - 6 R!n;(*i:l^o /c I L - 6 S 
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tt^lfi^-r 5 T > ^ h ^^Jrar ^ C <i: J: $ n S C t 



mm. iL~ Bitziis iL- 6 R^ji^ar, $>ii^it i l 

-6;foJ:c;s IL-6 R^^TTOmmmi^O 'H^ $ S^>BJiA* 
Ill2{i. I L - 1 ^fcJ:c;s I L - 6 R*#T{l*>Mt6 IL-6 

lasii. I L~ 6*>J:c;s I L - 6 R*??T{:l,M:^S I L - 6 $t 
-t^^^^^Lfzm<DMm^.^tS[ (arthritic inde 

x) ^^fo 

(a) li I L- 6 U-t7':J'-|n:«:a4jfl^v!;;^©, ( b ) n > 
KD->'Hn:(*a4ifv>xcD:?H^,Tt-o IL-6 u -t :/ ^j; 
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IL-6«L<*. IL-6Rt^(*> gpl 3 0t^<*. IL-6ec^(* 
, I L - 6 R©Ty^H?>:5^*'^''^^i iL-6^/c(iIL-6R© 

-6«i(*. IL-6R!n:«:. 5 VMt g P I 3 0 

-6. IL-6R*5VMigP 1 3 0 tfe^f^Ctl^lJ^O^ 
-6i:lL-6R*fcliIL-6RtgPl3 OO^i^^rH^tT 



wo 96/11020 PCT/JP95/0I144 

ZiD^otitrLiiiits IL-6tn:(*tLT{i. MH166(Mat 
suda^^Eur.J. Immunol. 18 : 951-956 
. 1988)^SK2tn:tt:(Sato^.!^21 HI 0 

^mi&m. 2 1:116. 1991) ^n-So I L - 

6 Rtn.^ tLXii^ PM - 1 fiL(* (Hirata^, J. Immu 
nol. 143:2900-2906. 1989)>AUK12- 
2 0!/Lft, AUK 6 4 - 7tn;ft:*>'5VM±AUK 1 4 6 - 1 5 fiL(* ( 
SIS«Ff)Fm@^W#^WO 9 2 - 1 9 7 5 9 ) t£ efj<^tf ^htl^ o 
g P 1 3 0 tn:«:t tT{i, AM 6 4 3 - 2 1 9 8 9 4 

9 LTf^fiRT^ -So t-J^Ct)-^. IL-6. IL-6Rfe6lMig 

p 1 3 Q ^BnFijLW.tLrmmLx^ zii^mnay^&ijmizLfz 

o 

f nif j:t^o m^it. friasf^fitist LTJi. t h i l - e cdj^-^ 

.Hirano^). Nature. 324:73, 1 986(C|S^ 
ft'*>«^gWOIL-6:^ >^^•^®^m5^L> CCD^S I L - 6 3^ > 

^ M * IR fit m t L T m I > ni* <»: t ^ o 

h h I L - 6 R®*-^. 0:W#§^ai®^M##E P 3 2 5 4 7 4 
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ICtt^lil L- 6 R^' >^<5^SI^»6C tA^-C^So I L - 6Rli 
ittB Ba IS -h C 5S m t T V > ;5 ® ite la K <fc 0 » Ife t T I > 1^ ^ 14 © 

© ( s I L - 6 R) to-mm-^^^o s I L - 6 Riiaaflsigi'^ 

-^bTl>^ I L - 6 R©±(CjteB&HM«*-«^«lfi5t^nTfc'0. ^fl& 
T'J^lfe'&M I L - 6 R tUnCoTl^So 

t h g p 1 3 0 f^mmPfiam'Simm^E p 4 i i 9 4 e 

PBS (Phosphate-Buffered Sal ine) 
^^iS^^TK^-ca^fiC^f?. SjS tyii©^0fMlc<i: <9ii^© 

T. ifHi&'ajr 4-21 B#i:IS[lia-^-^S©;&<if * ti^o * /i. 
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x63Ag 8. 6 5 3 ) (J. Immnol. 1 2 3:1 5 4 8. 
1978). P3-U1 (Current Topics in 
Micro-biology and Immunology 8 
1:1-7, 1978), NS-1 (Eur. J. Immunol 
. 6:511-519, 1976).MPC-11 (Cell, 8 
:405-415. 1976), SP2/0 (Nature. 27 
6:269-270. 1978). FO(J. Immunol.M 
eth. 35:1-21, 1980), S194(J. Exp.M 
ed. 148:313-323, 1978),R210(Natu 
re. 2 7 7:1 3 1 - 1 3 3. 1 9 7 9 ) mfJ^I^Mlzmm ^ tl 

:«rft. tzt^it. i JlT.T'^f yi^oy-Jsm (Milstein^. M 
ethods Enzymol. 73:3-46, 1 981)^ir 

. '-K';xf^U>r>;3-;l/ (PEG) . -tr>y>i''t7>r;i.x (HVJ 
MiZfS^mflRPMl 1 6 4 0 ««JK; MEM^HJK, -eote, Z(D 

X ^f^j^iim (PCS) m<DjssLmnf6L^^mT!s>zt^x^^o 
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^1^. ^m^f-M-i 0 0 0 - 6 0 0 ommopEG^Mi^. 

(r 3 0- 6 0%(w/v) CDiSffi-C^lin t^ ii-^-r-S - tic J: oT 

^it (R I A) . mi^^mmzm (e i a. el i sa) . m^ttn: 

1 0 
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(Immunofluorescence Analysis 
* ^ir, (reshaped) Lfcfc H tt:(*€-*|gHJ {r ffi 

(mmnwBim'^m^^Yfo 92-19759 *#m) « 

R) ««OT^ yS;^lSftLTfeckl,^ (Sato^. Cancer 
Res. 5 3:8 5 1 - 8 5 6 . 1 9 9 3 ) o ^ b JC titJt/i (Cife 

>*-T'afe$-tf/ii/>^;i,5^i>j' >F V ( s c F v) - 
{'^ffl-rSC t;!)<Ti So im?Ht. Birdt». TIBTECH 



1 I 



PCr/JP95rt)1144 

WO 96/11020 

9.1 3 2 - 1 3 7 . 1 9 9 1 ; Hu s t on€.. Pr 0 c. N 
atl. Acad. Sci. USA. 8 6 : 5 8 7 9 - 5 8 8 3. 

1 9 8 8 « 
*«W-Cffiffl5n5 lL-6»ffi»ttTliBr akenhof 

f^. J. Biol. Chem. 2 6 9 : 8 6 - 9 3 . 1 9 9 4 * 
SVMlSa V i no4, EMBO J. 1 3 : 1 3 5 7 - 1 3 6 7 
1 9 9 4 IIMT-Snfcfc®*'*'* 

IL-6aS»ttTli, iL-6®TjyaK*iiti:a«> 

ffisnso s^.:-t<D4*t«5iL-6.i±ii;<Dit«sfl^5i« 

n9-5i., fct:ttt, WHAT IF (V r i e n d J. M o 1^ 
Graphics. 8 : 5 2 - 5 6 . 1 9 9 0 ) * 

:)ci8S«iiaf>«8aattii8-c56aiJ*- jstis-fii-tin 
R c *t f 4 « •& » 14 i y I L - 6 ® -> 5^ + * e a «> + « » * * 

»«.JiT«e« Sn5 I L - 6 (a!»'<^* K*5lMi 1 L - 6 RS6 
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it^^i- K{i. I L - 6R^>^^^^i I L- 6(wfe^t. I L- 
6 ©Si4fcSf^ffl;^<yiC^tOT^n{S:. -eoE^J^K^j^-V^o IL 

#^4^fBUS 5 2 1 0 0 7 5 ^#M©Ci:o IL-6RT>f--t> 
X^i-Ua-^^Urt^ K{3ot^T{ii!$IS:5F 5 - 3 0 0 3 3 8 

w t o 

I L- 6©>/r-^;KcM^iSBrL, I L - 6 (r J: 0 

n V i t r o-COU •^v^^.f.^Eejfe^lgaBflaoigJitflifu^^;^^ 

*x;Kr*,H^T I L - 6 H?:/:J^~jK:ft:^t&-^U. ( 1 ) KfijSiJ^A 
»^f&^i: L/:KfilfiJ^|gS©«l$iI (^4) ^ (2) n^-y^fti^ 
vi7::^©jfiiif»©t;i:iIS=i >fiL«:{i!i|©«i$ii (^5) , sc; ( 3 

(06) (C-ol>T«^ftL/2: t,(DT«>«o 

-eo^m. ±E ( 1 ) SO^ (2) (Cot>T(i. V't^;^^7=;i/T© 
iH^m^^Mz^ tfz. (3) Ofe«{i, #ffli|8^©p|a^|am 

©gj@*<«i^j$n. cniiiite«»i 1 ( i n V i t r ox'omm^ 
( 1 ) scf (2) omm^ikit. ^mmnomnmn*} ^-^i-f^ 
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ni^nm. K^rtftit. isKrtait. fitT^it^<::«fco 

-r5Ci:*<'^ST*>So 1-10 0 Oi»g/m#®«S 

US^Rjh*!. /cir^is:. Twe e n 8 0. -tf7^>> t hllil^ 

t;!.:/^ > (HSA) /iif^j&nx.fcfeot«»t), S/cti. ^fflfiin^ 



Yama s ak i ^o:&fe (Science. 241:825- 
8 2 8. 1 9 8 8 ) izm-^t^tlfztV I L - 6 b -t :/ 3^ - ( I L 
- 6 R) ^3- K-r-S c DN A^ttr:^^ X ^ Kp B S F 2 R. 2 
3 e^ffll^T, PGR I' x-^UT^'i/ 3 >) ftC 
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<kO^»ttIL-6R;&f^figt/c (Yasukawa^. J. Bi 
ochem. 108; 673-676. 1990)e 

±127^7 KPBSF2R. 2 3 6 ^«!lffie^Sph ivmit 
IX. I L-6RcDNA»fii-^f#. Ztl^mp 18 (Ame r s 
h amJSI) tcjf ALfco I L - 6 R c D N A (C h y □ K > 
A-rSi: 9 {C7=-!f^ > L/c-g-^:}- 5-Cv'-ATATTCTC 
TAGAGAGATTCT^ffit^r. ^'>h-ho$^--:5ri;^4;^ 

:^->XxA(AmershamSg)CJ;Ox PCRfeTIL-6R 
c DNAC^M^«AL/io C©«|f^(r J:*);;^ h y :3 V > -fy^T % 
3 4 5 ©ttgir?»A$n. «rS14 IL-6R (s IL-6R) 
^=3- Kf S c DNA A<?|f,n/Co 

s I L - 6 R c DNA^CH0)teflST'IS^^^fci6(r. d i h y 
drofolate reductase (dhfr)^n-K-r 
^ c DNA^<MK»^P V u I ©BflfUfttrJf A^tiTty^x $ Kp 
ECEdhfr (Clause r^. Cell. 45:721-7 
3 5. 1 9 8 6 ) (CH i n d III - S a 1 I Tei»rb/c±i2s I L 
-6RcDNA*»AL. CHOmmm^ZfyXi KpECEdh 
f r 3 4 4 ^ntzo 

1 0 ug<D:fy7.i KpECEdhfr344^dhfr - CH 
0^lia<*DXB- 1 1 (Ur 1 a n d P r o c. Na t I . A 
cad. Sci. USA 77. 4216-4220. 1980) 
'v*;b>":;A7tX7x>r hitl^jS (Chen«^, Mo 1. Cel 
1 . Biol. 7:2 7 4 5 - 2 7 5 1. 1 9 8 7 ) (C J: 0 . h ^ 

Fetal Calf S e r u m ( F C S ) . 1 0 0 U/ml©-^ 
'J >fc<}:c; 1 0 0 ju g/mlCDj^ h u:/ h -7^ t-'? ^ V 
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a-y^'^tzo CCDCH0»BSi^D->^2 OnM'-B 0 OnMOSS 
oyhhU4^-tr-h (MTX) TitHSt. ths 1 L - 6 R^^C 

H oaBia^t* 5 E 2 7 ^#/wo 

(IMDM. GibcoSi) T^«b. -eo^H-tm^® 
iRb. ««±?S4'©s I L - 6ROSffi*EL I S A ( E n z y m 
e-Linked Immunosorbent Assay)^ 

Ma t s u d a t>®:^^ (E u r . J. Immunol. 18: 
9 5 1 - 9 5 6. 1 9 8 8 ) C«J:0. t b I L - 6 Jnlft^HS t 

o 

1 0 ugOf^mm IL-6 (Hirano<^. I mm unci. 



Lett.. 1 7:4 1. 1 9 8 8 ) ^ 7 d >f > b 
bfci:fellBALB/c-7';7X^ft?St, liUfS'l' I' tni I L - 6 tJift^ 

«fe ai T ^ 6 ^ -e - ii IS # I w d n ^ 1 1 o 

1 5 0 0 ^fflV^T^io-vttlBai*P 3U 1 tm^^^f^c ^^^^ 
ij K--7^HAT«fl«[^fflt^S0 i t>®:&& (S e 1 e c t i V 
e Methods in Cellular Immun o 1 o 
gy.W. H. Freeman and Co. , San Fra 

ti c 1 s c o. 3 5 1. 1 9 8 0 ) iz'^^rmmb. t m l - e 
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Dynatech Laboratories, Inc.fil, Al 
exandria,VA)*0. IMCDcarbonate-hy 
d r o g e n c a r b o n a t e SffiSJ (pH 9 . 6)*f»T'10 0 
A£ 1 ®-\'^t/LVt;x I g!n;ft: ( 1 0 1 /ml. Cooper Bi 
omedical, IncS Malvern, PA){cJ:04'C 

TJlzriy (BSA) ^^tfPBS(wJ:0Sig-C2^IffljaigL/:o 
::n«-P B STifc^t/c^. 1 0 0 /z 1 cD-'N'f K-v^«±^ 

:/^-h^ft#LT. 2 0 0 0 cpin/0. 5 ng/ x ;l/ 1 § i: 
^ {I '"I ^gUiaSlS I L - 6 ^^"i; x;l/-vj|§JnL. ft^L/i^^S- 
•!7 X V* Beckman Gamm 

a 9000, Beckman Instruments. Ful 
1 e r t o n , C A) vm^Lfzo 2 1 6 MCD^^^ U K- v ^ a 
->©9^3 2<H0>'N>ryU K-Ti^D-^*?! L - 6 jg-^T ^ -b 

MH166. BSF2 fi<W^tltZo K-v*^!^^^^ I 

L - 6 jR:(*MH 1 6 6 li I g G 1 >c StDit:/^ >r o 

ol^T. I L - 6tt??14v:;;^/N>r:/'j K-viteflS^MHe 0. 
BSF2(Matsuda^>>Eur.J. Immunol. 18 
: 95 1- 956. 1 988)^fflV^TMH166$L^*:(Cck'5^^>f 
:ry K- vOigSlJiBif 5 ^fOfg14«-iS-</io MH6 O. BSF 2 
mf^^ 1 X 1 0 * / 2 0 0 1 /'t;x;l/i:/i:5 
{CMH 1 6 6«L«^^#tf9->y;l/^lniil. 4 SNrK^ilL. 1 5. 
1 C i /niniolO 'H-f $ > (N e w England Nucl 
ear. Boston. MA)^Sn;t/w^, !Eir6 I^K^H^i^^t 

1 7 
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Labo Mash Science Co. . Tokyo. Ja 
pan) TffiaL/ip 3 > h d - 1 bX'tJ'^^Vi I L - 6 tnlf*^ 
ffll^/co -eofem. MHl 6 6!)L{*(iIL-6CJ:t)^#^n5M 
H 6 0 . B S F 2 iteBS© 'H^ ^ y 0n^^^^&^tf^i^^S.m 
Ltzo Z(DZt^*). MHl 66lfl:(*{iIL-6 (D^^^^^t ^ 

3 . b h I L - 6 V-bf^r-iii^omn 

H i r a t a t>©:/Jft (J. Immunol.. 143:290 
0-2906. 1 989)(lJ:0f^BSctfctfl;lL-6 RCtflcMT 1 
8 ^CNB r ir<J: 0»14fk$-fr/c-tr 7 T a-x 4 B (P h a r m a 
cia Fine Chemicals Piscataway 
, N J) t^f^O«L:^C tfwJi'^oTlg^^-li:, cn^fflt^T I L- 
6R (Yamasaki^> Science 241 : 825-8 
2 8. 1 9 8 8 ) ^nnLfzo 

hYl xn--7l!fflB&<*U 266«>19<Ji?^b^>(Wako C 
h e m i c a 1 s «[) . l 0 nM h 'J x y - yi'T i > (pH 7 . 8) 
t,'J:C;o. 15M N a C 1 ^ttr 1 fflM p - ^n* 7 T ^ y 7 x 

y 3^ :t 5^ F/>'r Kd ^ D 'J K (Wa k o c 

hem i c a 1 sfi) ( h x y S««l) tfaiiglkt. -b 7 r o 
-X4 B t"-Xi:lfe'&^-a-/wMT 1 S^i^tm^btzo -t©^. 

- 6 R t t/co 

BALB/cV'!77;^3x 1 0» «1©U2 6 6 ilB BS *^ # -t ia 
gP^mS IL-6RTlQB*J§ir4 IS^fel^U, -^rO^Si^t^ i: 0 
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I 0' mou 2 e smm^*'s- /^t^y (2. 5mCi)-e^ 

aiL. -tSi?4* h->S««T^ign;L/co -^^<tbtzV 2 6 6 ilB 
0 . 0 4 ml^fio-t? 7 rD->^4 b b'-Xti^^$-li-AiMT 1 

s^i^tM^L. -eo^. i^4^^->^ffi^ST6(DI^^fc^L. o. 2 

5inlO>?4^ (pH3. 4) (I J: " » S - f- r. > 

IL-6R^SS£«^ii:. 0. 025inl©lM Tris (pH7. 4 

0. 0 5ml©/N>ry'J K-v^^i^t^-O. OlinlOProte 
in G-tr7Ta--;^(Phramacia«[)tii^L/woi5fe^ 
L/c^. -^7 T D-::^;g.J:igtf|)i|jiL,A: 0 . 0 0 5 ml O » ^ S ^11$ I 

-PA G E-C5-«fL. I L - 6 R tRmn^^-ff V K- v^||± 

*«li:L/co ^N>r:/«; K-vPM- 1 fj-^m^^ti^ i L - 6 
(*PM-i«. I gG 1 /cS(D-9-:r:j^>r:/<^Wf -So 

K-^PM~ 1 fj<m^titn.{^<Dh h I L - 6 R{:^^■r 
6 I L - 6 ©^^ffi^gtt^ t h i XD-'7ftBia«cU 2 6 6 
TM-i/io t hfflftS I L- 6^:^li®J:t)3ll!!L (H i r a n o 
Immunol. Lett.. 1 7 : 4 1 , 1 9 8 8 ) . .tOl/ 
h^-y^y^-'^m (New England Nuclear, 
B o s t o n. MA) (C "'^ lU^Ltz (T a g a J. E 
xp. Med. 166:967, 1987)o 

4 X 1 0 » <B©u 2 6 eaffna^ i o o is&ommts^^m^ i l - 

6 0??STT^fiirT, 1 I^K, 7 09(J (v/v) ©/^>r:/.j K- 

vPM- 1 (Dmm±m^ i 4 o o o cpm ® "m giss i l - e 

irt fcir^^Uyiio 7 0 itz 1 O-tJ-vr^;!/^, 4 0 0 // 1 ©v^^'d 
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-eoigm. 'J K-vPM - 1 7i<mt-r^tn:«^ii> I L - 6 

f^^v, © I L - 6 RiZtiti^^^^mmt^^^tijmibff^tfl'^tZo 
^M.i.v'^ ^^-3^ #S¥ 6 - 1 3 4 6 1 HZ^f^oysm-C'rf;^^ I L - 6 
aiNi^\ed)^ 'N ggno ^©:/j^ (J. Immunol. , 147, 168-173, 19 

;i^^,v^X^^§t4I L - 6 U-t>^3'-0L(*RS 1 2 (JiE Saitoh 
#fi^) irAffigcl lOy^UCBiorad) (rg^U/cT 

X 1 0 • iB«: 1 X 1 0 ^ ffiB©v!7X^ XD-vteB&P 3 U I i: 
509<{OPEG1 500 U > if - v > /n A ) ^ffll>TS^ 

L,^,7-<j,-;^gcE:$^, ejcv^-ct^iJ-^^^i-^f ;^ 1 L- 6 ^•t:?'^- 
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R I 6 - 1 t«fti:f/co 

Z<Dy->(zrV I L - 6 ©If ^fe^ 

(3*>Nt5*ftSt4^MH6 0. BSF 2itellS (Matsuda J. Iran, 
unol..I 8 . 9 5 1 - 9 5 6 . 1 9 8 8 ) ^« /c »H f- ^ > © 
ffiii^-riS-^/co 9 6't^x;l,yu~h{cMH6 0. BSF2itefla-^ 
I X 1 0* 2 0 0 ;£/ I ^Jltt£:S>^OfzmmL. C nil ^ 
0;^ I L - 6 (1 Opg/ml) tMR 1 6 - I tfCi^tfcitR S 1 2 tt: 
*^12. 3 - I 0 0 Ong/iDl^Jo^LT 3 5 9<J C 0 ^ T 4 4 

^0«liA*^^^U/.„ -e©^^. MR I 6 - l!n:«:{iMH 6 0. 
BSF2M© 'H^li^yomi^^^nmbtio \\ 

I (S i gma Chemical CoS)i; 

«J:CfO. 1 5ing/inl©^i/|^igS5jeDNa s e (S i gma Ch 
emical C o 5Sf ) (C J: 0 I M D M ( I s c o v e ' s mo 
dified Dulbecco' s m e d i urn) m^m^T 
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(2) ttlS«Bll&l^«fc* I L - 631^ 

?(;FCS (Hyc lone Laboratories IncS 
) . 1 0U/inlO-^^'>'i ^GfcJiC; 1 0 0 fig/mlOT.}^^'^^ 

^.f (Fa 1 c onl5[) C^fft. th^>^-n^ 

^>-liS(IL-l/S), kMt^SJEEg^a (TNFa) . b 
hJllL/hffiS^BKgH^ (PDGF) ABfcJ:t^t hmStt^m^^ 
HaSSSHiF (bFGF) 0. OlttzltQ. U 0. 1 ^ 

1 0 0 1 ©Ctt: b I L - 6^i*MH 16 6(1 /zg/mO ^9 
6 0x;l.EL I SA^U-h (immunop 1 a t e -.Nunc 

x;U*0. 0 5%Twe en 2 0^^t-PBS(Cj:0i5fe^bT. 1 
9(J,BSA^^t^PBSt-ift4tT:/o^y + >^t.^Co iJl^'^'e. ± 
ET#^tl/ci&«i«*l«BSA'&^tfPBSTffr«lb. x 

OTween20^^t;PBS-Ci5fe^O'#. 100^.1®:/°^^ 
>A^^A (Pharmac i aS) -CtlSbfc2. 5;.g/ral© 

^ b/c 't; 1^4^^ U ^ o - :h ;HJl I L - 6 !n:«^^T ;l ^ 7 t X 7 T 

l^am^iiL^^^ I gG!n:(* (Ta g oK) *SE&^^^^'^> ^ 
^f©iei^{rby^*HMing/inlOS i gma 1 0 4 T ^ 'J 7 t :^ 7 
r^--tfSM (S i gmafi) ^M^. v>r^'D7'U-h'J-:5^- 
MPR A4(Tosoh CoS;uj;'Jiu3 
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f^Wkt&mz X ^ I L - 6 jt^i^^ 



^ a (ng/ml) 



I L - 6 (ng/ml) 



I L - 1 ^ 



TNF a 



P D G F - A B 



b F G F 





0.096 ± 0.012 


0.01 


6. 743 ± 0. 178 


0. 1 


17.707 ± 0.259 


0. 1 


0. 575 ± 0.008 


1 


1. 688 ± 0.034 


1 


0. 163 ± 0.035 


10 


0. 165 ± 0. 016 


1 


0.181 ± 0.009 


10 


0.230 ± 0.019 



ft ^i-ISftB^^ I L - 1 >8. TNFa. PDGF-AB*/;(i 

bFGFtftjr 3 Bmmmhfzo mm-^. ±.m^o i l - e 



-eofen, I L- 1 Bit. 



I L- 6^^^s^<isiir 
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1_- 

(1) mmmi-r^^^^titzmmmm. (3 x i o' /"^x^u) 

9<FCS(Hycrone Laboratories IncS 
) . 1 0 U/ml©^^'> U >G*> 1 0 0 jLt g/mWX h 

□ 3,^3,_;/U-h(#3072:Falconf8)<::59-aLs 5 
BM. ^a0SK®IL-6. s I L-6R^^mii^ST. 

I L- 6 t s I L- QR<Ol^^TrmmLtZo ^«BBte'^7 2 
l^ramic 1 jtzC i /^x^^i:A£SJ:^^^ »H^$ -I^V (Ame r s 
ham International p I c U) "t^ x ^Hr^ 

tint, ^nf^ymtr-yv^u-i/a >:^'!7:/^-i^<fcOa)iai^©«c 

-ecOl^m. I L - 6 *61M± s I L - 6 Rmfet'tt, 

„ cnicl^U. 1 Onii/mm±(Dmm<D I L - e i: l O Ong/ml© 
mmos I L - 6 RO*|?TT(i=J ' 

iiJtel&©iemf^ffl^Jt i l- 6 t s i l 

(2) ?&IK«Blia (3 X I 0' IL-6«:^&^1t 
;5 ir + i^ftCD I L - 1 iS ( 0 . 1 ng/ml) .10 0 ng/ml® s I L 
- 6 Rfc<J:C/2 5 g/ml© I L - 6 ^ ^ V^ l± 2 5 g /mKO 
IL-6R^1*^ftTT^«L/Co i&«Mte7 2NFlffl^lll /^C i 

(r^-To I L- 6tS;(*«>^v>li I L- 6R^<*©SsfinicJ:0. si 
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( 3 ) i^mmH^ (3X1 0 » my^^ x i o O ng/mlO I 

L-6 (Genzymettfi) . ±i2##<5iJ{wTf§ tlfc 1 0 0 ng 
/ml© s I L - 6 R*? J:c; 2 5 itt g/ml© I L - 6 SLtt:^ I L 

- 6 RijLi^o^tET-cmmLf^o mmmtt^^^i 2wmiz i //Ci/^!? 

^•To I L - 6Jn;«i«»6l>m L - 6 Rt«:(*©SSJn(lJ:0. s I L 

^mm^^) mm (4ing/ini) t^^r z^^o ha 3 1 r & cd 

I FCO) ^mMLt-om^L. T'Ja.y<y h^fif^LtZo Z<D7 
a/<>hl Q 0 fi\^Z- 9ii^©a^14D B A/ I J^'!7X (0* 

^SPKTJi 1 0 0 1 ^ait LTMI|iife*§|#L/io 

•7»:7:^ I L- 6 Hryj^'-fiiftcMR 1 6 - 1 It, lIiB©=i5- 
^•>Sf^l^{rvi;x-E*>/iO 2ing«-eH«?|*it9:4L. -e®^ 1 iiFa 
v!7X-Ec*/ct) 0. 5mg^7iir^fitTj*lf L/i (n = 5) 

- 5Cl» i^^nm) '^^mLfz (n = 5) o 
MISlJ^lliSOSKtis ^i^ik^m (arthritic ind 

e X) vmmLfzo -Kjroi 4 .^jsf -<B«: i ^^m^.xmm 
btzo mmomm{tJiiT<Dtiso'c$>i>o o. 5 . mm<o-mm{z 
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ifel^^E 4 (C/T^to I L - 6 U-trT/^^-fiLf^S-^g^-eitn^ ho 
- ;U S ^ ^ { - it T M 15 iJ^ §S ffi 191 JtS M fiii O S 

{C «l $«J $ tl o 

3 7 - y 3 5 Bovt? I/. -eo^R^ 2 0 9<; * 

>J y-CS^U/To -n^EDTA^^I (PH7 . 6 ) ff»Tllfe{j?cb 
^fet 1 2 5^{CT«^»bfc (0 6) o I L - 6 U-t:/ 

«>-5o IL-6li. I L- 6 U-b:/5'-l?«ET-C^t^ai!&© 

- 6 U-tr:/^'-tfi:(*li, r3 5-y>iif^^2 1 B B i 3 5 B i 
-Cli. a > bD-;Hn:tt:g^Sf(rifc-«T, tn: I IS 7 - y' > t/tfliffi 

^wi^cifflSd-rsigii^^^^nTt^s c tA>t>. et I L - 6 u-tT' 

^ til C J: ^ !a (* ^ » ®1 M f5i iJ^ CD «l $!1 ffl ® - H "C S i # 
;ibnSo 3 7-'y:/!SfTF^4 9 B liil^'C(i-e n« iftnif*^ 
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o 

^^mmv^-^^mm^^timmmmi i l - 6 s i l - e r^js 

flS7i<li5a-r^O{r+^nj:*© I L - 6 i s I L - 6 RA^^&f-SC 
v^^S^li I L - 6 t s I L - 6 R©*|?TTlt^Blfi5'J 'i/ 
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^ CD tS 

7. >f:/5r-a>f4->-6T>^'3'-^ h^WXfcfiX^^tf 



8. miB^>^-°^ + >-67>^=^^^^*^^>^-°^ + 

m 7 (ciait©m^«a8aii5i£«'«'i^J«' 
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